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#® 2 0 0 3 -3 7 0 5 0 7 *- 9 J : 1/E 

11**313) 

[1**3*4] _ _ „ 

tf - * W > a - * * ^ W ^itfcT-^ 7^ mMn<r> C 5fc3H * X 

[I**#5] 
[1**96] 

v>n K n 3f -> 9 --t£tf>-/n 1**9 1 5 <omf^ii^^M 

[1**97] 

jg^MMrcJHrt ^**qff^M»%fcJt«EL , r**C«^L-CV>4, 1**91 *»e> 6 

[1**9 8] 

^ n y>tKn^V7- -If <D&mm&m&.MW}W Jttfc L "C 8 0 % S L T v» * 

^ 1**9 1 * <b 8 (Dffltlfr I'famcO l>5^^x-^*th PfifLIfrtf * « SBo 
[1**9 10] 

j&> fcffilftw h 9 ^ * V * - y * * h ffifLUjtJ 4 tt * V> -Uo 

[« *9 1 1 1 

> m^MW^ v 1**91 ^ 1 oowft^fciHft© ^>^yx^7 ^ 

[1**9 1 2 ] 
[W*9 1 3 ] 

[W*9l 4] 
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) 7&q*B$*trv^ (Polymeropoulos MH.flk Science 1997 Jun 27 ; 276 (5321) : 2045-7 ; 
RZF Kruger R >flfc^ Ala30Pro mutation in the gene encoding alpha-synucleimn Park 
inson's disease. Nat Genet. 1998 Feb ; 18 (2) : 106-8) . ^'^It^Z* 

O 0 1/6 0 7 9 4tm »fWO9 8/5 9 0 5 0f^t) > ^SCki 

e> *t* *», a««aiM^K tt* ? > * ^ * - v * mm kov» t 

IO [^jJl^t«tll Polymeropoulos MH.flU Science 1997 Jun 27:276(5321) : 2045-7 

[^fujfff ;fci§fc 2 ] Kruger R.-ftik Ala30Pro mutation in the gene encoding alpha-sy 
nucleinin Parkinson's disease. Nat Genet. 1998 Feb; 18(2) : 106-8 
mnJM 1 1 iMWO 0 1/6 0 7 9 4 
[#^K2] IR&aWO 9 8/5 9 0 5 0 
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i§tw 2J « - * * * w v flM2*-***x $ >< - * > v > r * ittt-f * 

[0 0 0 8] 

ilBLfco *S&9! tt £ ft £> fcl J!, v * 55$; L/c & <D~ChZ>o 
[0 0 0 9] 

( 1 ) « - ~> * * W vafef^iX § tLT is 19 . IB ©ttMStilfc? £3131 t „ 

[0010] 

(3) « - ~> * * w ^t^tf*. b w^fc^r 5 ymifi?y 

(1) XH (2) ^iam<7)h7>^v^-y HWLifc»*fctt-€-0— «o 

(4) ff ->^ w ^a^f-**, pii.-i'^ V'f vat^or? ^msB^J^c 

5tdg£X»$^£it^T-££. (1) 5ft»e> (3) ©Wi^i:Stof7>^yx-^ 

n*-^-C5W«ITKa*>Z.^^«L*«ix.DNA*«#X$*L't:v>a, (1) (4) © 

(6) W VaUS^* >I»fflWS?*^H ? tl^ 

n;e _^_^ ^ n v:xfc Kn^i/ 9 ^n^-*-"^**^ (1) (5) <Dffi 

flip HlBm^ W^v^i-^*^> BSfLtt^ * ii * (O-Uo 

( 7 l )° °iiL«f*I K-'<5 ^fi^^Mt&^tJt^ctt^^^L-CV^, (1) 

(1) (7) ©'WtL**»clBft«)h9>'^yx.-y^*t h*SJMfeS 

°(9) fnyyt Kn*->7-^3£m*tfW£Sl&«J£ScLT8 0%^TtW 
LTV>£. (1) ri><b (8) OMtL^^IE«<^h7>^> ? ^-^^^ li b [I *^tt%*^fi 

(10) gHSttfi^^Mtt%fc^b"C6 0%J^TJt«^LWl,, (1) 
( 9 ) (Dm tt^ fc|B*<0 l-7^i;x-7^tl< Pi?Lt&t> 4 »i * W-SPo 

(11) hWAIMM**' (1) H (10) 0W:£«Wh7V 

(12) ° 1 Vl) (1 1) ©Wrt-frKElW)** HWLIfc«4fc»i-€-«>— 
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(1 3) ^^ffit^i-SM^-^^V^^Oi&^Xii^HfffJt?**, 

(1 2) CEt©^?'J--^^o 

(14) (12) Xtt (13) HSB«O^^U~->^ffi^«t 0»e^*%«o 

(15) (12) Xtt (13) fcE«W>**y - = >^#tfe£J: DWfeii. ****** 

[0 0 14] 
10 0 15] 

(1) ^:%W<P>9>^^x~y^^bMafLib*<P#« 
[0 0 16] 

(1) £$mtrciKF*3 K-^°5 WMill t ibt b t IT I L t v> 1, 0 $f£L< 

(3) f ny>t Kn^y7-WIi;5mi»i:ittL-C8 0%J^T> »t L < 
{±7 0%&T\ «t L< (±6 O%J0LT4-C«^UTV»*o 

(4) g|&ai6***IP&Sl»»i:ifc«bT6 0%JJJLT, »* L < tt 5 0 %ITiWL 

[0 0 17] 

»teJWfl&#*WJfe-*-*£i:fc* !) 2:*^* *o fnvVkl-W?- 

[0 0 18] 

^trat«t6**i-*«*#a^ : -<ow^*'ttffl't*ifc* , ^**o Ua v 

[o o 1 9 J _ m ^ 
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mitttte^ a- s s*Z W >a^ODNAIB^iJ^M (#0xJ4\ 

> #KR5£$*Lfcv^ -^Wtwti l*e> 5 OffigSN ffiL<lil*?>15fflSK, i 

[0 0 2 0] 

COX ^ y ^iE^iJ (@B^J^<^IB^J#-t 16) It & T 5 y m#"^ 30077^ 
<DT $ SWLKW&Lt:&¥k. S-tf/Xtt. 75;it*5 3©7?->«»lCffiSt47 
^m»7 5/^i;tHL^I*tt^> « -~>* * W ^itfc^-C* 

KkiftU, CIO i ^ a ^ l-f Vjtft^DNAIt 05x14% 

S075yfff 3 0> 3ttf/XttT5 / Iff 5 3 W75-^i*3- K-f£ «-v 
[0 0 2 1] 

#3HUm43v>-Cf4. mm%\ ly&Q&TXJWSmnv^JVfc 3 * 3 0077 = '/ 
^I«tS7 5/15II^7n'J >5SUfcfc1t!JM-*3£l*, t:E5>Jf* 1 6 fcffilft 
OT ^ ymiB^J^T^ / fff 5 3»77 = >»ffiit^75/tW^Vt-y 

14. ±mr^^mW^\(OCM^ (C»l~2 075y^I, §ftL<i4C»0 5 
~1 5 75^TO> WLH. C»l 0 7^t»t') *Xa«*fc«fe^*« 
ffi-r^>ifc»f L v^ 0 5 3fS©7^SSIt-*477->W^Vt-V^: 

[0 0 2 2] 

PCR, 79'T^-<Bf£*L $V ADNA^ML ?u-~y?\ WMHStW&WfiWt 
[0 0 2 3] 

[0 0 2 4] 
[0 0 2 5] 
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t Kn^yy-lfC/D^-^-^^WibWo 0!lx-lf. *>fA>;* (#!k * 

ate*:/**-*-, ^TOTILtfr^ («, KK tf-fr^ 4*. * = > *;wey K 

[0 0 2 6] 

[0 0 2 8] , 

o 

[0 0 2 9] 

hm%W)®t LTi±. WLl$> v?*, )\J*7\ % K 7^, *-9-* 

l?<mjrottS<0flu -7b'J, 4%, -9-;v^£^Ji-f 

[0 0 3 0 ] 
[0 0 3 2] 
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[0 0 3 3] 

^OtftttHi^ifL, £**LfcfF^**;fr&«rec DNA*#**#*^**** 
IP t LT(i> 129/sv, C57BL/6, BALB/c, C3H, SJL/ 

[0 0 3 4] 

tfc, aAi-^>#Ait<5^0^(i^«^l^^/c<9 10 0-3 0 0 0^f-#aS"C** 
[0 0 3 5] 

[0 0 3 6] 
[0 0 3 7] 

•s&m Kxzv-sm >m&m * m-t * %o % * u - - > mm± . « - -> * * v < 

[0 0 4 0] 
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^ w^-fr Kttfls-frw, ^js^bk mwm. aMMaffiflu 

^ftctttsnsa («ittf, ill. 3r«s$0 t** 

i.tlx?± ] eox.«f. mm mm, mm. w) 
rssm. *^>ak >;>=m> va^bi, *a«l ^*>-7.;v*>m> ^^v*^* 

[0 0 4 5] 

^x?v--yy-xfexnbivtzm%i±, mm, &&\zj&txm&*nLt:9m. * 
7^)vM%£M&^irz>z.ttfx-£2>mmitLxte, mm, 

D--7>-h-;v, Mth'^AftW &£jWHv*fc*L, ^^^HMIft^J. Wx.lf 

kco-5 0) i-el4o fateifci: vxit, mm, =f-?w, *a.m 

i^°±K^-^>v>'^^r&^j^o f /x«^^J^ti> wmn mm 
.jvitttt, s^tMJfAW) , mmitm (mm, t^>t>3-^A 
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[0 0 4 8] 

utwrt^-elSo £-5-***u *b£/i/- hfcirfc 

^%«rJ^0. l-100mg,ff4L<l±ftl. 0-5 0mgS4t4. *«P^^ 

x.if. tt«M©»l?lt«Ai:«4t4**, -Hi:oi»^«fi»0. 0 1-10 0 
mg@E> £F3:L< Ji&O. 1-5 Omg€«*i«£*i|-fc.fc ^#t^>o 
[0 0 4 9] 

[0 0 5 0] 

tWM- 2<D*V *%9VHr* F^7^-tU^t, PCR(:i <9 t M«-> 
^^V^ym&^m^tzo SiWli^^^tttfi^^ (TaKaRa 
LA PCR Kit Ver. 2) tfflv>, ^9^*tt»«PCRt-^t>f^ 

[0 0 5 1] 

1 0 xPCR««ifc 5 // 1 

2 . 5 mM d NT P 4 a* 1 
10^M *y rfJt^l/*^K 1) 2/il 
lOjuM *V =f* K (BS^iJ-2) 2 // 1 

3 5. 5// 1 

LA Tad#'J>5-* 0.5^1 
S£g 5 0 M 1 

[0 0 5 2] 

9 4tt-2 5M£#iL 9 4 TC-C 3 0 ffrWRJS $ ^ 6 0 *C * "C^SP U 6 0 XZ^ 1 «^«f 
[0 0 5 3] 

MM- 1 : GGAATTC ATTAGCCATGGATGTATTC (@E^J#"t 1 ) 
1B5TJ— 2 : AGCCACTTAAGGAACCAGTGCATACC (M2^J#-^2) 
[0 0 5 4] 

*«LfcDNA»rtf*T3yn-*y;i/«*tifctt (*»>i/*& 1 %) X-^®L, HTScKflfco 
Tt h a _~>j^ W ^jMs^t-fi-tr^^ K (1. 2 4kb) fci^ffiL/Co T#n-* 
^frt,ODNAIf^»fflt1lfittGENECLEANII Kit lOltt 

pT7Blue T-Vector (;^x>tt») Cift*a^. 5^->3>S 

^*7^ittS^9h (TaKaRa DNA Ligation Kit 
Ver. 2) £Jlv>, 16ttl. 5 l*WRlS$*fco 
[0 0 5 5] 

P CRlli 1 /* 1 (5 0 n g) 

T7 Blue T-vector 1 ^ 1 ( 1 7 n g) 

tR 3 P 1 

ffigE# 2004-3109892 



# M 2 0 0 3 -3 7 0 5 0 7 i-*J I 9/ 

1 0 // 1 

±1BRj|#**fflv»T1|rttlctto T»m K12WH5 ©3BK<6**fro 
Jfc#t7>e*/'r/ (Amp) 5 0 ^ g/m 1 mtiLB*^f»K^V-r -f >^ 
U 3 7tt-ftt*Lfco aoi- 1 5 0 g/m 1 ©Amp **t>LB»#** 1 0 
m 1 i:Mtt3 7 < C-C-Bjfe^*t, Q I Ap r e p 

Spin Plasmid Miniprep K i t (* 7 *ADN 
A**»*U ^t:fot^ra^^L^o «rai±G e n b a nkt:fift**i 
TV^IB^IJ (a c c e s s i o nfM§- : L 0 8 8 5 0) fcW--C*o;fco ^^CLt 
tiU;a*tx.DNA5rpT7NACP 1 4 0 fc^LfCo 
[0 0 5 7] 

%mn 2 : tut h«-->**w ^sfe^<^p$^ 

pT7NACP 1 4 0 ?rilt t, TaKaRa LA PCR in vitro 
Mutagenesis Kit (9*9>U*VM) fcfflwr 5 3SUfcB<07?-> ( 
n K> : GCA) 1?7s\s*=-y (3K>:ACA) i:^a^i:M^S:*Al^ 

p T 7 NAC P 140 l//l(lng) 

10//M *U =0?* V*f"K (BB^lJ-3 ttzl±5) 2/ul 

10/iM *y^^l/*f-K (BEW-4*fc»i6) 2^1 

1 0 X P C RMffiWL 5 A* 1 

2 . 5mM d NT P 4 M 1 
* 35. 5//1 

LATaq*°V^7--t£ 0.5^1 

mm 5 0 m i 

[0 0 5 8] 

9 4t-C2^m 9 4M3 OfWWRJB**. 6 01C£-C#*PU 6 
»U li:7 2tt»3^§fifU: 0 i*L* 2 5 0« IL"C, B #JfB?iJ 
SE^iJ-3 : AGCTCTAATACGACTCACTATAGGG (Ic^J#^-3) 
I£?iJ-4 : CAGCCACTGTTGCCACACCATGC (fE3W§-4) 
ifi^iJ-5 I AGGGTTTTCCCAGTCACGACGTTG (@fi^J#-^ 5 ) 
fc^J-6 I GCATGGTGTGGCAAC AGTGGCTG (IB^J#-^6) 

ttfcPCRS»*»iB'S-U 94fCl 0 3»Nftakft. 6 Oj3*IWa»W"C3 7t:t -c<$-*p 
U 3 7ttl5&Hft»Lfco tOJECJE&***tHafctrPCRRl&**liiU B&t 

10^M *V =T** l/*f-K (lE^J-3) 2 fi I 

10^M *V^^V*^-K (BB^!l-5) 2^1 

1 0XPCRI» 5 A< 1 

2. 5mM d NT P 4 /< 1 

^ 3 5 . 5 fi 1 

LA Tad*'^7-*' 0- 5 1 



[0 0 6 0] 



5 0 // 1 
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9 4 "C-e 2 9 4 IC-e 3 0 «RJ£> S 6 0 "C t "C^iP U 6 0^2^ 

#u s^7 2t:^3^w^L7to ^^^2 5ia^«9iiLT, g &aw,m^m^^fz 0 

M^nUs«L^Ot|Wj«0^fe*fflV^-Cii^L^DNAiffr^Mt, pT7B 1 
ue T-Vector (/MvxVttS) CO ± ^ ttfi L/i&^ 

MDNA*pT7NACPl 4 Omh^Uo ffeCt^t 

[0 0 6 2] 

p T 7 N A C P 1 4 0 m ^rtlS t L 15911 -l^t'J ^ ^ V ^ K t -7©t'J ^ 

£l( ;iiPf u DNA*'^7-^ (^h9^f->tt«) DNA*ll'fi:*rfc 
[0 0 6 3] 

pT7NACPl40m 1 1 (10ng) 

1 0 XPCRISS 5 f* 1 

2. 5mM dNTP 4^1 
10/iM -XV V*^K (BE^iJ-D 2//1 

10//M ^V^^^F (@2^iJ-7) 2^1 
^ 3 5. 5 fi 1 

Pfu DNAl'J^v-^f 0. 5// 1 

H* 5 0^1 

[0 0 6 4] 

9 4 r-C 2 fr&Wik, 9 4 TCC 3 0 *HWRlS £ ^ 6 0 °C f "e^*P U 6 0 1 5H£ 
jEl' 7 2 tt3^#Uo £*t£ 3 0 SM^LT, g lftlfi?!l o 
@B^J-7 I TAGCCTTAAGTTACTCAGAAGGCATTT (iS^J#-^7) 

#ib^7tDNAifit^*M^ll fc W»©*ft tfflv>-C p C RB 1 u n t ( 

^yfbn^xyttl) M*&A,*:o CO J: o t:Uiilf;WxDNAS: p C R 
NACP 1 3 Omt^L/Co K&o Ti?#IM t: b « - * W >itfc?-£^riHS 

[0 0 6 5] 

pCRNACP 1 3 0m£P stUSpe I -eiB»f LTT#n-*^/u*S«Mfr (** 

17 bp) fciaj^mufco T3yn-^y^*»e>oDNA»f>T-wajffifc»tn±, genec 

LEANII Ki t (^tlOlttl) fcJH^Tfrofco S fefcDN A»r>i"<3ffl3»S:1ir 

tt*M^*-^ pTH/-9kb (Iwawaki, T. et al. Bi 
ochem Biophys Res Commun 2 7 4, 5 9 0- 5 9 5 (2 0 
00) ) HhoUHindll I-CWWU ^n^E- * - fc^rfcKrfi-S: p B S T - 
N (Kobayashi, K. et al. Proc Natl Acad Sc 
i USA 8 9, 1 6 3 1 - 1 6 3 5 (1 9 9 2) ) CjfAUpRTH-B s tN 
fcfUlLfco pRTH-Bs tN£EcoRI t^SOW U TTOlfc^ 

ttiSE# 2 0 0 4 - 3 1 0 9 8 9 2 
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DNA^p RTHNACP 1 3 Omi^U. pRTHNACP 1 3 OmtS a 1 I "C 

«j»fu^T3yn-^^«$cattt (^iko. 8%) -e^wu ts^-cgwt 

K (11. 4kb) *«JDttiLfeo 7#n-*y;v#»<bODNA®rtf-<9lSta£:*t 
GENECLEANII Kit (;<-ftl0 1ttl) fcffiv^trofco »«LfcD 

n a ®fjt * y =» • v (-f y tr h n.v x >nm i-urn l i 2 

6 n g/> 1 (=2 0 0 0 atf-/2 p 1) ) , £*L*T>f * n>f Wx* ~> a VJBD 
1 0 0 6 6 1 

^ifef04 • tilt h a * W > • > y ^Vxi? ^-r^XOfPS 

B$ft-;v^'JA-«tS^^V>t, B6C3FUt*i» (0 

-7 (lift 12 mm, SMOmm, t^yxr^tl) B U si 

ffl(2 3t) CTl^WftlLfco 3 7*CfcJn»Lfc^**E0. 2 5Mya-^n-X 
t (^7^ >n>tt») 9 0 0//l«U fcf^TM >^fcJ: l? Hi 
flILfco li!l«f«*itS3 5mm©y9^f?^Vt-H:IU EUffeJI * * ^ ? ^ - * 

flb (HSmfa^ttD T?mW** (3 7TC. 5%C0 2 ) Lfc„ 

[0 0 6 7] 
P B 1 ttflfft 

ftjft g/lOOml afclfifiS*. 
NaCl 0.8 
KC 1 0.0 2 

CaCh 0.012 
KH2PO4 0.0 2 

Mg C 1 • 6 H2O 0.0 1 
N a 2 H P O4 0.115 
fjveyith'^A 0. 0 0 3 6 

0. 1 

^-^'J^G^^A^ fflMIttS) 0. 0 0 7 5 

7;v^r/77^v3VV/^^- (^T^ttfi) 0. 3 
[0 0 6 8] 

7^nr/^y 3 7gi (7 Y^X^f-tWW^iitiTE 3 0 0 
{~zj>#M) i:«7>f^n-7-eal/-^-MMO- 2 0 4 (fiy^ttl) > ^W^n 
r7yx^-IM-5 0A/B (-fU->yi±«) . v^f^nvWv 

DNA »2p 1 (2 0 0 03k!-) IXUc $»«P««fffl^^P*^^7V-fc 
DNAMv/f7n^^f7'J-^ 1 0 cm, E# 1 . 0 mm, flgO. 7 5m 
m<0^fti^7^f (^*-*fcK) *, 7--7-P-97/IVF 09" 
) R or v on7t-yMF-9 0 0 V s sWm) ^iffllLTftRLfco DNAftA 

7-C. 5%C0 2 ) Lfc„ Si2iMi:H4l/:E«-fft«otl/v'ii , xvhv'7X 

( IC Rm «u sits* (H*sLc^iA) *m*«©»«t**-*'** (101 

19 Btt^->^> hT**<0*?EE$JH*?rv^ #*fiEK E&Jfc-T&ti 1 -^ *£^H* b^: 
ftY^^I»t?>*t7^^--7f- (fflll Bt« I (121 
H^SLCivJIA) ) KfitW**, WED*© 2 8 HtMztf^*****.**? t 

fflgE# 2004-3109892 
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[0 0 7 0] 

M t fztt-? *7 X & V if - t- ;v«#T t*« ©5fe»<& 5 m m t W l^'/f 
ttCi ^WL/:o DNAttfflW (1 0 OmM N a C 1 > 5 0 mM Tris 
-HC1 (pH7. 5), 20 mM EDTA. 1% SDS) 400^1 l^t^r 
i— -fe*K (20mg/ml :^*9^-f*tt») * 2 0 // 1 i» Lfc***fc*v»-C* ^ 

^DNA^U. SXL7kDNAO-«©BByfl**-r*BE^I-8 &tfl*3tt 
iiiLTT^fJV^ij yf$#IfiT?*4Ra p s y n©— 1 
0 tWffl- 1 1 ©sj-'J * CR^IILfco ^flkKf&l^ 

liTaKaRa LA T a q™ (^7^tttl) ^ T^OVMtvX 
fAXy>;r/ttSWGene Amp PCR System 9 7 0 0*tt)8Lfc. 
[0 0 7 1] 

Wffl-S I GTGGCTGCTGCTGAGAAAAC (SS^!l#^-8) 
@S^iJ — 9 : GTGGGGCTCCTTCTTCATTC (WMtt9) 
Ifi^iJ — 1 0 : AGGACTGGGTGGCTTCCAACTCCCAGACAC (SB?!!* 

K^J- } 1 1 : AGCTTCTCATTGCTGCGCGCC AGGTTCAGG (BB?!j# 

-tl 1) 

[0 0 7 2] 

gfcH-DNA 1 M 1 

10//M *y^^v*f-K (ie^J-8) i /* i 

lOyt/M *V=f5t^V*f-K (BWI-9) 1/^1 

10/tM *V=f5C^V*f-K 0) 1 a* 1 

10/iM *Urf5t^V*f-K (IB^J-l 1) 1^1 

1 0 XP CRftfcrifc 2. 5 n 1 

2 5mM MgC 1 2 1.5^1 
2. 5mM d NT P 2 fi 1 
Tjc 13. 75// 1 
LA Taq^'J^7-tf 0. 25^1 

&* 25^1 

[0 0 7 3] 

pcR©KJS*frfcLf, 9 4^-9^1, 94ttim sofeims 

fSi:toT2%TAE7^n-^ (Seakem ME Agarose 

V*tt«) wi o o v. 4 o#row$«M&L.;fco ^*ify*A^7>f k»«c ( 

«3ftfcDNAWrtf- (2 7 9 bp) > 1 0 fclB^lJ- 1 1 tLfcDN A Iff 

(5 9 1 b P ) ©ra:fr**rr*«i#£T gtt^fc urasoLfe (Hi). 

[0 0 7 4] ^ 

&ifcfll 4 U779>f-^^«: ^lifefll 5 KfBtt t fc^ifeTWIft & £ £ 

£«9J»A) fc^lB^^ F l#ft*«^U*:« S5>eC5 7B6/J*«^ORtXB* 
gfci)igL-CN2~N6ttft*ft&Lfco HJfetfO 7 KlB«1-&*MfWW ^ 

^vjr- C 5 7B 6/ jm^^ML^SSOiiSt 1 , 4H¥A«Mtfcov>TfflHI 
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[0 0 7 5] 

=f KE3HI- 1 2XOTK?ll- 1 3 * 7? t LTJBv\ »3^i 
SLfcpRTHNACP13 0 mfcfia h Lt P C R Srtro *:<> SttRJi&fcttAmp 1 i 
Taq Gold (uz/x. • 74 7 7 J *t 4 v ? AftM) fcfflv^ ^*5^tttS 
CTaKaRa PCRt-^t'f^5-MP : i:ttIlfco 
Ifi^iJ- 12 : GTGGCTGCTGCTGAGAAAAC (1S^J#^ 1 2) 
@B£IJ- 13 : GTGGGGCTCCTTCTTCATTC (SE^J#-^ 1 3) 
[0 0 7 6] 

p RTHNAC P 1 3 0m ( 1 0 p %/ n 1 ) i^ 1 
10XPCR^77r- (ni/a'^T^^f-ff^^ttft) 2. 5^1 
Gene Amp dNTP Mix (nV* • ^7^Xf ^^ttl) 

1 . 5^1 

10//M *y F (HEW- 1 2) l/^ 1 

10//M *u =r** k (se^J- 1 3) 1^1 

WMM^mi^- 1 7 • 7 5 ^ 1 

Amp 1 i Taq Gold 5U///1 (n->a ■ ^7^^f-f y ?^ttft) 

0. 2 5 /i 1 

i&S 2 5 /i 1 

[0 0 7 7] 

9 4 9 53"R«f£. 941C-C1 $frHU 6 0t)T*l £HB, Xfc 7 2 "CT 2 fl-|WRJfcS-* 
/Co £*L*5linft»)i&L;fc|JL 94t"Cim 6 0ttim 7 2TCTl*WORJS 

[0 0 7 8] _ _ , 

RJ6#*Tfc©*ifc* 3 /* lflBRU tSlcftotl. 2%7#n-xmM^ 
1U *»««riSBbfeo £*t£J:«5 2 7 9 bpOtllk b W 

DIG^n-7^7h (ni/a-^7^^f>f5'^^li) £fflv*T. d <£>D N 
[0 0 7 9] 

JLIS PCR RjsB»««r «WSK9*.-C 1 0 0 fltffirtt L _ 1^1 

5 // 1 

PCR DIG $^^10fIS {n->a-^7^^f-f^^S) 

5 // 1 

10//M *V^?V*tK (KJ9-12) 

10//M *V V^-^ K (BEJiJ- 1 3) 1^1 

WMM'^'fo- 3 6.2 5/1 1 

x^^/r/KH igh Fidelity (n~>* • 7 4 7 7 J *r 4 v 9 *WB) 

0. 7 5 1 

ft* 5 0 f 1 

[0 0 8 0] 
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BZ3 5mmV)MLtz 0 ZtiKHt)U&}<DW.mZimmt&tti>K^ DIG-dUTP 
£P CRii^^^^^ l:l?y^'>y->Ii^^o 

gU 0 y^*->y^>K 2jt*0^> K*MX-C** 279bp£«9<£> 

10 0 8 2] x ^ n , _ 

^tK*»«ft*DNA*JaT©*feKJ:»)P*L*:o JIM (5mm) *2mlOx 7 

kv;^-vh> (^r-yvttS) 2 0/«i»u 5 svx—^mmmv 

fzo #fe*tfcK»»* 1 5 0 0 0 X g. 1 03% IS (2 3 "C) T-St'kU ±«ffcitK^ 
^■tfco ±»*3 0 0/i llHttU «*a«WMMMPT-2 0 0 * 
fflv>TDNA^fflSU;f, ***RttDU-6 4 0 £fflV>TDNA 
SS^lUo I«*DNA, 10^g^EcoRK«Uf 

(n^^e • ji-ttK) HAtitDIG Easy Hyb (n->a-N7^Xr^ 

2 0mlMU 4 2W3 0*Wft*SlU. 
l/'f^^iKl^-^ (1 0 0W1 0^»L7t^ lt*>fc:*±T?&?frLfc*>«> 
)£20mlODIG Easy HybCML (M5 0ng/ml) , ^^'J 

• ;t^fi©D I G Easy HybOTUo C1*l£4 2 TCt? 1 2R3Mfl&»*Sb 
f*^ ^>yi/>t2XSSC (0. 1% SDS) -e4 2t> 1 OMML, 0. 1 
XSSC (0 1% SDS) 4 OfrfHiemLizo 

(ni/a • *WT?VXr-f ?**tt«) fc*U (2 31C) t2«irailL 
/Co ^:7;v*'J*X7r^-«^^^->'F ab75^ y h (n~>^ • ^ 
^ r y;^ Ty{ v >77,#m tiO»«1?1 0 0 0 0flf*fU * >TV/^*3 oa-Wft 

) t4 0»llft»U^ CDP-Star (a 5/ * • ¥4 T 7 J * t 4 v * M±Wk) I * 
[0 0 8 3 ] 

3 4 6 bpW K*«*UH 3 »&a-v**-efcMft»ttS*i.fc*ofc (HI 

2 A) o Yn^rT 4 >-e*§ <*4otv^. '>^3US*6 

£?>f ^OtfAatr-gcfcatSU!:^^ tt*votf-»*»07'fv (1 7 0 2 9 

J^^ib/'h^^^v^-^^" 7 ^^ (l 7 0 27^fV) (DgffiW i$m<Oiz*><D 
^•TH/synl30ml 7 0 2) tt, £lt#^FERM P - 1 9 5 4 6 t Lt, 
spjg i 5 # 1 0 ^ 2 B tiftKftAItftfMf^^f > * - ( 

H*H*«*o<tfm*-TBl#*l **^6) K»KS*ltv»*. 

ffliE# 2004-3109892 
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[0 0 8 5] 

-e^^-"/7U-if- (-9- V 3 -tt») CA^t-8 0ttML/;, (80 B#v-> 

ISOGEN (H ^tTo t a 1 JNAO 

tZo i^tlOOmgl^ 2mlOX7^>^7fa-yia^. ISOGEN 
lml*«UPU **V*^>f-9»- (HA«f^»ftt») t«v>T2 0M«SU. 

(2 3*C) T-55-M#fiLfc^> ^on*;VA2 0 0^ 1 SriDx-T 2 »L 
<«#Lfco f^-^3WfLm l 2 0 0 0 X g> 153% 4"C^2£U ± 
*6 0 0 «1 *EURLfco t*t^>f 0 0// 1 rtx-T 1 O^HilU 

l 2 0 0 0 Xg, 10^ 4t1?MU itt^7 0%i^^-^«t^ o *#L 
fcifcJK* ^if^ en*-^-l> 3 0 0// 1 fciM* U fl^MteJKttD U - 6 4 0 

[0 0 8 6] 

• ^T^/^f^ 7 ^> tVrff7ndT3 ox- 

(nVa-^T/^f^nttH) tMv'Ttotal RNAi^'J (A 
) *RNAO«iffi*fTort:o 1"&*>*>2 0 0 // gOt o t a l RNAfcE lution 
Buffer (lOmM Tris-HCl pH7. 5. 1 mM EDTA, 0. 1 
% SDS) *inx^s-C2 0 0, lfcLfc. t^f7^dT30^-*20 
„lfcflP;U 6 5*C-C5»IMin«kU *±t?3*IB»*Lfco 5M NaCl*4 0/*l 
*Snx., 3 7ttlOW>^-Hfc. 1 5 0 0 0 Xg. 3 3% 
±jttBt*U.mWashing Buffer ( 1 0 mM Tri s—HC 1 
pH7. 5, ImM EDTA, 0. 5M NaCK 0. 1% SDS) 5 0 0,1^ 
MMLtio 1 5 0 0 0 Xg, 3*, 4TJ-C**U ±»***Lfco 

h&S*2 0 0,1 i:lILf:f, 6 5 tT? 5 frHftlfcU *±T3*IW* 
Lfco 1 5 0 0 0 Xg, 33\ 4*C-CflMi>U ±tt*0*'J (A) + RN AfcEURLfc. 

5«2©*U (A) + RNA«i:fotl. o %*ttT^Tn-X^«*»tt^* 

£0 5% sDS-cioot, i o^nm-T^-fc^^ 1 ?^ 0 -^*^* 1 -^ 0 

V-Vlcr^-f Lfe^V (A) ♦RNA*S:«iEi-aB»-erat^>^V'>*ffl^^ 5; 
rf^vr-^WUfcfl-a c t i n©cDNAlJt?:^n-ytLtA^U^^ 

*'>y-Vi«U-ac t i ncDNA»Nt«\ v^^Ifi^c DNA4:ilt U SS^J 
- 1 ITkXFSm- 1 St^'fv-iiLtllUW^t^M^llUo 

[0 0 8 8] x 

B^O- 14 : TGTGATGGTGGGAATGGGTCAG (SB^!l#^- 1 4) 
@B?|J- 15 :TTTGATGTCACGCACCATTTCC (B2?!)#-^l 5) 
[0 0 8 9] 

W '✓«^0»a**ffi**t*:o ffOmRNAiii 1 . 0 k b (D*> Kfc 

*U MOmRNAttl&l. 6kbO^/KtU«»SJifc. H > a - 9 W 

v . («3 0 3e-) 7 0 2 9>f yTttjliil*****^*: (®2B) o 

[0 0 9 0] 

ffiSE#2 004-3109892 
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v tL 2 0 f f © T B S a* y 7 r - (20 mMT r i s — H C 1 (p 
H8 0), 1 5 0 mM NaClCprotease inhibitor Comp 
lete Mini (n->a • NT^^f >f ^^ttS) , 1% phosphat 
ase inhibitor cocktail I (V^ttft) *»*Lfc*©) * 
«HU wyxHf- (H4«ft»ftt«) TWILfc. **fc»MMHI 
*ttft) fc^V^ &<b*LfcIMPMfc* 2 5 0 OIll©3^4 c CT'jt^L7to ±f*£HUXL$ & 
£4 5 0 0 O0|glilM4t:-eMLto *OJiitfcov*Tb i c u c u 1 1 i c a c 
i d (BCA) p r o t e i n assay (*7*ttft) *ffiV*-CM«BE***L*: 

o 

U6©iatSDS-polyacry lamide gel (f7 3tt»)"Cl* 
ftftU^U PVDF membrane (7"ri/^AttS) }:*U'7^t2m 
A/ cm 2 . 1 2 0fl-O*frt?tE3?L^« gUSK > W ^RfiOlftUJiCtt 1 

^WPVDF membrane^ 5%^*A?HtttfTBS»*t-lft, 4 *C 

WU a -'>^W >Sfi««ftW*4NACP-5 (Wakabayas 
hi K et al. Acta Neuropathol (B e r 1 ) 99 

'l 4 -2 0 (2 0 0 0)) tttffiUo NACP-5110. 5%^A5MH 
trTBS-C5 0 0 0«Lt«ffiUo f n^tKn*V9-*SfiOft«i:^ * 
fo-»t Kn + V5-S#V ^n — (Novus Biologicalstt 
ft) *»4 0 0MtU«fflU o ZWliHRPlH^t^IgG (T^v 
*Attft) 0 0 0#**LT«BL;fco ECL western b 

lotting detection reagents ( T * A ttft) 
V^THyper film ECL (T^UttS) Ci*U ImageMaste 
r ID E 1 u t e KX^^ KOiH^fctro tz 0 

[0 0 9 2 1 

* * W >»6 (WWMftJi©«*B 1 9 k D a ) J: «9 ftfl^Mi left 1 8 k D a 

> k t i^xmm s ^ o ^<Dtztbm-^>^^>^m^ xw-im t « - ~> * * w 

-fv-cii, rtft1t a -^^w>Ifitmt, **#*tt-cft3«, +K»k-e* 

2fe<T)K h Vxf vga#H3gL-CV>Sifc*«?BB$*t^: (H2C) e 

[0 0 9 3] 

^nv>t: Kn^r->9— IfSSJi^fift 5 6 kDa^O KfcUftfliS^o a - 

w *>*v>i 7 0 2 ?r/m 8 attain 

jsv>T, ^-n^vii Kn^5/7-€Set^Mv7X©WtL4 0%> 6 0%£T? 
**ci:TLTV^ (H3) o 

[0 0 9 4] 
HJfe^I 1 0 : IEIrIRMx* h 

4f 3 B^f> 1 4 a^ff"77^^Mt tt, ««±fc*«#*WlfiJttfc11:^ IE* 
tteR4i-COI*Pllttt«U 0 #WI4^by7 , f (Time Keeper,* 

-fs-ttft) o. iwet«i^c «3§?RBEi$Hitt3 of^tu 

H»fc4KB3«ff*ttU *0«fdHHi*«jSCi:L*:o *W»«fttM a n n -W h i t ne 

y ' S U^^^^^TfTo/Co 

[0 0 9 5] 

i 7 o 2 7r/^t, 2 B»a«ro^»K***RS*»^^>®«* t B* l ='* L 

ffifE3# 2 0 0 4 - 3 1 0 9 8 9 2 
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[0 0 9 6] 

fltftC (AB-Sy s tern, ia -nt>fx^tt!0 *av>T*£Lfc. HtfAJB 

(LXWXH=2 3X17X1 2 cm) +*fc*<t**ro fc. PJSeB »±ffl-^ 

^L/Co lllf li 2 4 HWOlt* ^ > b t LtiS t^o *WHPHfr»iS t u d e n t 
s t-testtttitSmofc, 

T?S1&»3 (Hffjffl) ««TUv^/:*t*o/: (H5) o 
[0 0 9 8] 

^M^ll 1 2 : JHrt */75 >1kfflfe M ^ . 

1 7 0 2 7 >f > 8 flt* £ * # 1 * * ^ «t *> +JH*K«* i Iflftfltt, 

*»Lfc«Jlt»i»-W»»Lfclft, llWJittWIlOQmgKttLtO. 5ml 
c^O. 2MMiBI (lOO,M^fV>^r/0W2th^UlO,M^ 

[0 0 9 9] 

^ ; 7 $ >tliaT««li»^ b ^5 7 - (HPLC) KLTTWJgLfco 

iW7§'A 7S(k-^/;da, *^t/S;hva, 3, 4-'/Un 
^7*-**i;dopac, L - 3 _^^>f7r/; 3-mt, 

>-NE *nf^; 5-HT, 5-KKD*W>K-*I»; 5-HIAA) 0« 
[0 10 0] 

»JS^p B p (lmg/mL) _ 
« a n<&x v ^"^14 i 9 SUA 

DA 6 l9mg/5mL 0. lNSf(lmg/mL EDTA^Na^t) 

HVA 5mg/5mL 0. lNSt (lmg/mL EDTA-2NaJJ 

DOPAC 5mg/5mL 0. lNM(lmg/mL EDTA-2NaM) 

3-MT 6. 09mg/5mL 0. lNSS(lmg/mL EDTA-2NaHr* 

NE 5mg/5mL 0. 1NII (lmg/mL EDTA-2Na^t) 

5-HT 6. 04mg/5mL 0. 1M ft^ (lmg/mL EDTA- 2Na^ 

f-HlAA 5mg/5mL 0; 1M »(lmg/mL EDTA-2Na^ 



) 

[0 10 1] 
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H P L C fttft^&^r 

*?A:EICOMPAC SC-50DS 03. 0mmXl50mm (.x>f3A*t 
S»0 

: 0. 5mL/S- 
^l:^7'r/-*- **> 
inamffi : + 7 o OmV 
t£5ei&K : 3 0*C 
iU$E0#^ : 2 5 

«J&»«: NANOSPACE Sl-lfV-X (*^fttt«) 
**MM&iftffl# (SI-1/2005) 

(S 1-1/2001) 
M%.mW (SI-l/2009) 

f-^il?Sl (S-Mi croChrom Version 4. 1) 
[0 10 2] 

0. lMfti' W1»«(PH3. 9) 8 2% 

(0. lMftitV'JfAjtft: 0. lM?xvf»«=10:7«**fpH3. 9) 

^7-)V »U7f^77^f) 18% 

WfbLfco »Jfc*<0«:56*««L;fcfk IIU7t»^IpU0. 0 2Mft» (2 0 
OmMxf V^^T5>«27->'J->^^f) -ell^OOMtU 5 0 0pg/ 
10«L« 0B*#P») SrWLtHPLCei O^LftAUo ^ fnl±y ;V "£Z' J 

* 'J L _3-^^yf7r/, -t n h - ^ fcT- * **fctH * tt& i 
fco ^CfclB**^*- > * 0»ffiLfc««-«)Si5fe*^f 1 1 0 fx_L, 2 5 

tD£«#Lfco ^7 7r/fli, #Ia D p5 0 Opg/1 0/z LOfeT-^TOtC^-T*^ 
[0 10 4] 

Wlmg^^^rr/ (P g) =ffcfti£-*™^«i&tf-*lB»X 5 0 0 (Pg) -5" 
2 

PitFl^HCtllf^K-^^iWUv^; (H6) 0 81* 

*;^'J >lt 81*© ^^^^-CtteftTLT^fc. Ltf-U -fen 

f-yltt«ftU^4*ofc. >tli, 8dit&&, l^»fc1>** 

fc«^L"C*5»K #t-8«»-et±»*iS©»5 0%iT?fiTLTV>fc (B7) o $e>^ 
IMH^^^-et, A4tn4lfcK-'*3 VfiO^fc^^MStLtf: (H8, 9) o #&"1 

oHftv^^ (@9) ©Kwuvti«1^6 0%-e, ae&(ftiOH-eKw<5 

[0 10 6] 

l 3 : %Mffl®Mk& 
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Omm«fC«»)tllU £*L**«M*«fcLfc. ifcyu^6*J2. 5 mm k 

'✓U«10mM^x^«|f*« (pH6. 0) «*«"C^-f * « * *-^»B**U 0 
5%ya^vrJx-yx^AW >ftMr»ft (1 0OmM^W>t, 15 
OmMMtHJvA, pH7. 5) ^^T7*n^>7MU (3 7^ 2 0^) 

V*t» VN-3 1 0 9- 0 0) 0 0 0#«lLfc^f H«-^^ 

W>4y*n-*/utt;#. LB 5 0 9 (=i**^*tt», Z YM [1 8 0 2 1 5)*- 
#mi Ufflv>, ffitt 1 0 ^ g/m 1 fc** * n PfHtfcoetfWk^fJI 

q vtt» 4i-o5io-oo) Sfctttra-f-vfldft-*** i gG (^^^ 
*tt» 4i-o 5 2 0-oo) tr«it#fcufflv>fc. ftftttiwfcfettiiliftft*^ 

^^->.j> (JfD*tttL 1 3 1 - 0 9 6 6 5) *«v»T»W)E*nP»t»!fel' 
[0 10 8] 

7 3 HB* L * © k PM*©**^* o->VbfW7- * ffl v> T ftftttft»6 

**k»fcJR* * ± 3 fc«*U Photograb-2500 (*±7 4 * 

Lf~ £ MfflfcT*- niPLabV7h (Scanalytics tftt) *JBv»tr«**r 

l^fnyVK Kn^'>7-t^ttWl^^^ J * ^ lcc ola _ r s e gme n 
tation components* Rs In 9 8 -m a x KRSfeU T ° t a 
1 area hM«nNWI»«U. 1 7 0 2 ^£^^5^ 

% »ra-7^i:^tttt^(:tt^ttv^Ct«ltifc (HI 1 
A> B) o 

IO [01] 9 Llfi, P C R * K: * * **» ^ ^ « " ^ w ^ * * i^l ? ^ 
x-^v^^l8ll^t. 2 7 9 bp^/Kt 5 9 1 bp^'^K^H 

— y ?<< -if- ^ a v C J: c : tilt f fl -y^W>ie© 

UJiE#2 004-3109892 
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[IH3] H35i, W#^^tt5^n->>ViKn^v7--fe'Sfifi:(75^^^^>'-7 a 
[HI 4] H4ti. JEln]RM<7)^*7r:1"> 

^1"o DA I H-/*3 H V A : 5-HT : -fen Y -V 

[0 7] 0 7li, itSliS^l Wl^W 67 7r/fiW ^ tC ^ 

fcjjrTo DA: K-/<5>, HVA:W-'J>^ 5-HT:tn>iV 
[0 8] E8ti. 4t5BW#^I^;7 5 *#<05g**>tt***"*"« DA 
. Kw <c5 >\ H V A : **><-V 5-HT : -fen h-y 
[HI 9] H9ti> 4^1 0 H1i©i^I^^7r/i^i^**/Pto D 

A' KwU>, HVA:^-V>1> 5-HT ! -fen h^-y 
[Hll 0] H10li> 4t8WOif»LB 5 0 9 Wc&3£fflJ&*rfe£^ 

[kl 1] HI 1H\ 4t8li©fl^tlWfn-»l;Fn^;/7-€itt 
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[0 110] 

SEQUENCE LISTING 

<110> Taisho Pharmaceutical Co., Ltd. 

<120> Transgenic non-human mammal 

<130> A31646A 

<160> 16 

<210> 1 

<211> 26 

<212> DNA 

<213> Artificial Sequence 

<220> , . 

<223> Description of Artificial Sequence: Synthetic DNA 

<400> 1 

ggaattcatt agccatggat gtattc 26 
<210> 2 
<211> 26 
<212> DNA 

<213> Artificial Sequence 

<220> , . 

<223> Description of Artificial Sequence: Synthetic DNA 

<400> 2 

agccacttaa ggaaccagtg catacc 26 
<210> 3 
<211> 26 
<212> DNA 

<213> Artificial Sequence 

<220> , . 

<223> Description of Artificial Sequence: Synthetic DNA 

<400> 3 

agctctaata cgactcacta taggg 26 
<210> 4 
<211> 23 
<212> DNA 

<213> Artificial Sequence 

<220> , . nMA 

<223> Description of Artificial Sequence: Synthetic DNA 

<400> 4 

cagccactgt tgccacacca tgc 23 
<210> 5 
<211> 24 
<212> DNA 

<213> Artificial Sequence 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 5 

agggttttcc cagtcacgac gttg 24 
<210> 6 
<211> 23 
<212> DNA 

ffiSE# 2004-3109892 
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<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 6 

gcatggtgtg gcaacagtgg ctg 23 
<210> 7 
<211> 27 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 7 

tagccttaag ttactcagaa ggcattt 27 
<210> 8 
<211> 20 
<212> DNA 

<213> Artificial Sequence 

<220> . 
<223> Description of Artificial Sequence: Synthetic DM 

<400> 8 

gtggctgctg ctgagaaaac 20 
<210> 9 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 9 

gtggggctcc ttcttcattc 20 
<210> 10 
<211> 30 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 10 

aggactgggt ggcttccaac tcccagacac 30 
<210> 11 
<211> 30 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 11 

agcttctcat tgctgcgcgc caggttcagg 30 
<210> 12 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

2 004-3109892 
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<223> Description of Artificial Sequence: Synthetic DNA 
<400> 12 

gtggctgctg ctgagaaaac 20 
<210> 13 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 13 

gtggggctcc ttcttcattc 20 
<210> 14 
<211> 22 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 14 

tgtgatggtg ggaatgggtc ag 22 
<210> 15 
<211> 22 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 15 

tttgatgtca cgcaccattt cc 22 
<210> 16 
<211> 140 
<212> PRT 

<213> Homo Sapiens 
<400> 16 

Met Asp Val Phe Met Lys Gly Leu Ser Lys Ala Lys Glu Gly Val Val 

15 10 15 

Ala Ala Ala Glu Lys Thr Lys Gin Gly Val Ala Glu Ala Ala Gly Lys 

20 25 30 

Thr Lys Glu Gly Val Leu Tyr Val Gly Ser. Lys Thr Lys Glu Gly Val 

35 40 45 

Val His Gly Val Ala Thr Val Ala Glu Lys Thr Lys Glu Gin Val Thr 

50 55 60 

Asn Val Gly Gly Ala Val Val Thr Gly Val Thr Ala Val Ala Gin Lys 
65 * 70 75 80 

Thr Val Glu Gly Ala Gly Ser He Ala Ala Ala Thr Gly Phe Val Lys 

85 90 95 

Lys Asp Gin Leu Gly Lys Asn Glu Glu Gly Ala Pro Gin Glu Gly He 

100 105 110 

Leu Glu Asp Met Pro Val Asp Pro Asp Asn Glu Ala Tyr Glu Met Pro 

115 120 125 

Ser Glu Glu Gly Tyr Gin Asp Tyr Glu Pro Glu Ala 
130 135 140 
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